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©-ARYL-13,14-DIDEHYDRO-PGA COMPOUNDS

The present application is a divisional application of
Ser. No. 776,552, filed Mar. 7, 1977; which is a divi-
sional application of Ser. No. 657,739, filed Feb. 13,
1976, issued as U.S. Pat. No. 4,029,681 on June 14, 1977.

The present invention relates to prostaglandin ana-
logs, for which the essential material constituting dis-
closure therefor is incorporated by reference here from
Ser. No. 657,739, filed Feb. 13, 1976, now issued as U.S.
Pat. No. 4,029,681.

I claim:

1. A prostaglandin analog of the formula:
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wherein Yiis —C=C—;

wherein Zg is

(1) cis—CH=CH—CH;—(CH,);—CH,—,

) Cis—CH:CH—CHz—(CHz)g—CFz—,

(3) cis—CH»—CH=CH—(CH3),—CH;—,

(4) —(CH2)3—(CH;);—CH;—, or

(5) —(CHz)3—(CH;);—CF>—,

wherein g is one, 2, or 3;

wherein Z; is oxa or methylene;

wherein T is chloro, fluoro, trifluoromethyl, alkyl of
one to 3 carbon atoms, inctusive, or alkoxy of one
to 3 carbon atoms, inclusive, and s is zero, one, 2, or
3, the various T’s being the same or different, with
the proviso that not more than two T’s are other
than alkyl;

wherein M is
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wherein R;s and Re are hydrogen or methyl, with the
proviso that one of Rs and R is methyl only when
the other is hydrogen;

wherein L is

/\\\
Ra

R4,
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-continued

-
\ Ra,

R{”

or a mixture of

~
Rs/ \R4
-
Rs/ \R4.
wherein R3 and R4 are hydrogen, methyl, or fluoro,
being the same or different, with the proviso that
one of R3 and Ry is fluoro only when the other is
hydrogen or fluoro and Z3 is methylene; and
wherein R is hydrogen, alkyl of one to 12 carbon
atoms, inclusive, cycloalkyl of 3 to 10 carbon
atoms, inclusive, aralkyl of 7 to 12 carbon atoms,
inclusive, phenyl, phenyl substituted with -one,
two, or three chloro or alkyl of one to 3 carbon
atoms, inclusive, or a pharmacologically accept-
able cation.
2. A compound according to claim 1, wherein D is

o)
A

N
\,

3. A compound according to claim 1, wherein D is

o]
A

4. A compound according to claim 3, wherein Z3 is
methylene.

5. A compound according to claim 4, wherein s is
zero or one and T is chloro, fluoro, or trifluoromethyl.

6. A compound according to claim 3, wherein Z3 is
oxa.

7. A compound according to claim 6, wherein s is
zero.

8. A compound according to claim 6, wherein s is
zero or one and T is chloro, fluoro, or trifluoromethyl.

9. A compound according to claim 8, wherein Zg is
cis—CH=CH—CH;—(CH;);—CF,—.. *

10. A compound according to claim 8, wherein Zg is
cis—CH;—CH=CH-—(CH;)g—CH—.

11. A compound according to claim 8, wherein Zq is
cis—CH=CH—CH;—(CH;);—CH,—.

12. A compound according to claim 11, wherein M
is

-
rRY \OR(,.

13. A compound according to claim 12, wherein g is
one.

14. A compound according to claim 13, wherein R3,
R4, Rs, and R are all hydrogen.



4,263,445

3
15. 15-epi-16-Phenoxy-17,18,19,20-tetranor-13,14-
didehydro-PGA,, methyl ester, a compound according
to claim 14.
16. A compound according to claim 11, wherein M;
is

"
Rs -~

ORg.

17. A compound according to claim 16, wherein g is
three..

18. A compound according to claim 16, wherein g is
one. i

19. A compound according to claim 18, wherem R3
and Ry are both hydrogen.

20. A compound according to claim 19, wherein Rsis

" methyl.

21. 16-Phenoxy-17,18,19,20-tetranor-15-methyl-
13,14-didehydro-PGA;, a compound according to
claim 20.

22. 16-Phenoxy-17,18,19,20-tetranor-15-methyl-
13,14-didehydro-PGA;, methyl ester, a compound ac-
cording to claim 20.

23. A compound according to claim 19, wherein Ry is
methyl.

24. 16-Phenoxy-17,18,19,20-tetranor-13,14-didehy-
dro-PGA;, 15-methyl ether, 2 compound according to
claim 23.

25. 16-Phenoxy-17,18,19,20-tetranor-13,14-didehy-
dro-PGA;, methyl ester, 15-methyl ether, a compound
according to claim 23.

26. A compound according to claim 19, wherein R;
and Rg are both hydrogen.

27. 16-Phenoxy-17,18,19,20-tetranor-13,14-didehy-
dro-PGA;, a compound according to claim 26.

28.  16-Phenoxy-17,18,19,20-tetranor-13,14-didehy-
dro-PGA;, methyl ester, a compound according to
claim 26.
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29. A compound accordmg to claim 18, wherein at
least one of R3 and Ry is methyl.

30. A compound according to claim 29, wherein R3
and Ry are both methyl.

31. A compound accordmg to claim 30, wherein Rs is
methyl.

32 16-Phenoxy-18,19,20-trinor-15,16- dlmethyl 13, 14-
didehydro-PGA;, methyl ester, a compound accordmg
to claim 31.

- 33. A compound according to claim 30, wherein R(, 1s
methyl.

34. 16-Phenoxy-18,19,20-trinor-16-methyl-13,14-
didehydro-PGA, methyl ester, 15-methyl ester, a com-
pound according to claim 33.

35. A compound according to claim 30, wherem Rs
and R are both hydrogen.

36. 16-Phenoxy-18,19,20-trinor-16-methyl-13,14-
didehydro-PGA;, a compound according to claim 35.

37. 16-Phenoxy-18,19,20-trinor-16-methyl-13,14-
didehydro-PGA, methyl! ester, a compound according
to claim 35.

38. A prostaglandin analog of the formula

o
N\

COOR|
F

|
C=C~C~C~—CH;
R> Ry Ry

wherein R is hydrogen, alkyl of one to 12 carbon
atoms, inclusive, or a pharmaceutically acceptable
base;

wherein one of R; and R3 is hydroxy and the other is
hydrogen; .

wherein R4 is selected from the group consisting of
hydrogen, methyl, and fluorine; and

wherein T .is selected from the group consisting of .
chloro, fluoro, trifluoromethyl or alkoxy of one to

3 carbon atoms.
* L J 3 * *
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